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Surgical randomized controlled trials (RCTs) have fundamentally reshaped gynecologic oncology, yet surgical in-
terventions remain far less likely than medical therapies to be supported by prospective evidence. This disparity
arises not from a deficit of scientific ambition or a scarcity of clinically meaningful surgical questions but rather
from the methodological constraints intrinsic to surgical research: operative variability across institutions and
surgeons, operator-dependent outcome heterogeneity, and the difficulty of standardizing complex intraopera-
tive decision-making. This article, the first in a three-part series on surgical trials in gynecologic oncology, ad-
dresses the pre-trial phase, the period when a clinical question evolves into a rigorously justified, ethical, and
feasible phase III trial.
We examine five components of the trial planning process. First, we discuss equipoise, which refers to the gen-
uine uncertainty among experts that must exist before a trial can be ethically justified, and this uncertainty gives
shape and purpose to the trial design that follows. Second, we explore research questionswhich should precisely
delineate the target population, clearly define the surgical intervention and comparator, and include a pre-
specified primary endpoint that directly addresses the knowledge gap. Third, we distinguish between pilot and
feasibility studies and argue that rigorous feasibility testing, including recruitment capacity, protocol adherence,
regulatory infrastructure, randomization logistics, and surgeon credentialing, is foundational rather than op-
tional. Third, we address the role of patient and stakeholder engagement, including the assessment of patient
equipoise, the integration of patient-reported outcomes into endpoint selection, and theuse of patient preference
trial designswhen strong a priori preferences exist. Fifth,we review the ethical and regulatory obligations unique
to surgical trials, including the dual consent requirements for procedure and trial participation, and strategies for
optimizing informed consent comprehension. These pre-trial decisions determine not only whether a surgical
RCT can be launched, but whether it can be completed and ultimately transform care for patients with gyneco-
logic malignancies.
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1. Introduction

Surgical randomized controlled trials (RCTs) have producing land-
mark findings in the field of gynecologic oncology, fundamentally
reshaping surgical practice. Despite this impact, the surgical decision-
making relies disproportionately on retrospective evidence. In fact, sur-
gical interventions are less than half as likely as medical therapies to be
supported by data derived from RCTs, a disparity that reflects not a lack
of scientific ambition but the reality of structural challenges that make
surgical trials difficult to design and execute well [1,2]. For example, op-
erative outcomes are inherently sensitive to surgeons' skill, institutional
resources, and equipment availability. The surgical encounter itself con-
tains numerous possibilities for deviations from a standardized proto-
col, and these deviations are driven by surgeon judgment, individual
anatomic variation, or intraoperative findings,which cannot fully be an-
ticipated. These features make surgical RCTs both challenging and re-
source intensive.

The consequence of this evidence gap is not abstract. Surgical prac-
tice guided primarily by retrospective data is shaped by selection bias,
confounding, and the preferences of high-volume treatment centers
whose experience may not be generalizable. This phenomenon is en-
capsulated by the standard-of-care treatment in early-stage cervical
cancer before the Laparoscopic Approach to Cervical Cancer (LACC)
trial. Before this surgical trial, minimally invasive radical hysterectomy
for early-stage cervical cancer had been widely adopted as the standard
treatment andwas included in theNational Comprehensive Cancer Net-
work (NCCN) guidelines based on retrospective studies laden with se-
lection bias. However, the LACC trial, an RCT comparing open to
minimally invasive radical hysterectomy for patients with early-stage
cervical cancer, demonstrated shorter disease-free and overall survival
for patients who underwent minimally invasive radical hysterectomy
compared to those who underwent open surgery [3]. This experience
demonstrates a scientific and clinical obligation to hold surgical practice
to the same evidentiary standards as those for medical therapies.

As the first in a three-part series on surgical trials in gynecologic on-
cology, this article addresses the pre-trial phase: the period during
which a surgical question evolves from a clinical question into a rigor-
ously justified, ethically sound, appropriately designed, and operation-
ally feasible phase III trial. This review focuses on the decisions that
define this phase, including framing the research question, assessing
feasibility, engaging stakeholders, and fulfilling ethical responsibilities,
ultimately determine not only whether a trial can start, but whether it
can be completed, it can meaningfully transform care for patients with
gynecologic malignancies, and its findings can be trusted.

2. Establishing equipoise in gynecologic oncology

Every clinical trial originates from a research question, and the rigor
with which that question is formulated governs the methodologic deci-
sions that follow. In surgical oncology, a well-formed research question
8
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must satisfy two simultaneous demands: scientific maturity, defined by
a sufficient body of preliminary evidence to justify the prospective com-
mitment of resources and patient participation, and clinical relevance,
defined by the presence of a genuine knowledge gap. While simulta-
neous, these demands can also be competing: insufficient preliminary
evidence undermines the scientific justification for randomization, yet
sufficient data to resolve underlying uncertainty negates ethical basis,
thus rendering a trial either premature or superfluous.

Randomization is ethically justified only when equipoise exists.
Freedman defined equipoise as the state of genuine uncertainty
among the expert community regarding the comparative effectiveness
of the interventions under study [4]. Two features of Freedman's defini-
tion warrant emphasis. First, equipoise is a collective judgment of the
clinical community rather than an individual judgment of an investiga-
tor. A researcher's personal uncertainty is insufficient if informed clini-
cians have reached a working consensus regarding treatment
superiority. Second, equipoise functions as a threshold rather than a
continuum. Meeting this threshold means that the expert community
has no reliable evidentiary basis for preferring one intervention over an-
other, justifying randomization because no patient is knowingly
assigned an inferior treatment. When the threshold is not met, the eth-
ical basis for randomization is absent. A lack of equipoise in RCTs has di-
rect operational consequences, as patients and clinicians will
systematically avoid the arm perceived as inferior, compromising en-
rollment and undermining the validity of the trial.

Establishing equipoise for a surgical trial requires a systematic and
honest appraisal of the existing evidence. Retrospective analyses and
population-based studies frequently provide the evidentiary founda-
tion, establishing if existing data are insufficient to resolve the question
of comparative effectiveness. The literature surrounding the LACC trial
illustrates this process well. Prior retrospective data had demonstrated
comparable recurrence and survival rates between minimally invasive
and open radical hysterectomy for patients with early-stage cervical
cancer, but no prospective studies addressed differences between
these two surgical approaches definitively. That evidentiary landscape
created the equipoise thatmade LACC trial both ethical and scientifically
necessary, and the trial's findings, which ultimately demonstrated the
inferiority of theminimally invasive approach, validated the importance
of asking the question rigorously rather than allowing retrospective
consensus to replace prospective evidence [3].

The consequences of misjudging equipoise run in both directions.
The trial titled Omission of Lymphadenectomy in Advanced Epithelial
Ovarian Cancer Patients Treated with Primary or Interval Cytoreductive
Surgery (CARACO), was a phase III RCT in France that aimed to examine
the use of retroperitoneal lymphadenectomy at the time of
cytoreductive surgery. However, it was unable to achieve its recruit-
ment goals and adequately enroll patients onto the trial after the publi-
cation of A Randomized Trial of Lymphadenectomy in Patients with
Advanced Ovarian Neoplasms (LION) [5,6]. Once the results of the
LION trial became available, the equipoise underpinning the CARACO
f Health and Social Security de ClinicalKey.es por Elsevier en octubre 15, 
ización. Copyright ©2026. Elsevier Inc. Todos los derechos reservados.
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trial dissolved. Investigators and patients could no longer genuinely re-
gard the two arms as interchangeable, and enrollment plateaued. This
sequence of events reflects not a failure of trial leadership, but rather
the inherently dynamic nature of clinical equipoise and the obligation
of investigators tomonitor the evolving evidence landscape throughout
a trial's conduct. It further underscores the importance of anticipating at
the design stage which external developments might threaten equi-
poise and how the study protocol should respond to them. Regrettably,
the CARACO trial is not an isolated case. Surgical trials face a dispropor-
tionate burden of premature closure, with early termination rates re-
ported to be 44%–59% higher than those of nonsurgical trials [7]. Slow
enrollment, inadequate funding, and insufficient institutional support
are the most cited causes. These are challenges that are at common
and partially addressable with careful planning.

One such planning element is the research question, which should
be constructed so that it directly and precisely addresses the knowledge
gap that generates equipoise between the trial arms. The degree to
which the knowledge gap, the state of equipoise, and the formulation
of the research question are brought into coherent alignment is
among themost consequential determinants of trial integrity and scien-
tific yield. A question that is broader than the uncertainty it is meant to
address will produce findings that are difficult to interpret; one that is
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narrower than the applicable uncertaintymay neglect the clinical stakes
that motivated the trial in the first place. Fig. 1 illustrates a framework
for determining whether a clinical trial concept demonstrates equi-
poise. The clinical question should not only address the current knowl-
edge gap and equipoise but also anticipate whether this question will
still be relevant in the future. From the time of initial concept develop-
ment of an RCT until its post-publication impact can span from 7 to
10 yearswith amedian time from first participant enrollment until pub-
lication of 4.8 years [7]. Throughout this time, technology, parallel trials,
and emerging therapeutics could render a trial obsolete before it is ever
complete. Without a well thought out research question, the clinical
trial may lack equipoise from the start.

3. Comparative surgical trial design: defining the question,
intervention, and endpoints

The prevailing state of equipoise also governs the logical structure of
the hypothesis under investigation. For example, a superiority frame-
work is scientifically and ethically appropriate when genuine uncer-
tainty exists regarding whether a novel intervention outperforms
established practice. However, a non-inferiority design is instead appro-
priate when the clinical community operates under a working
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assumption of comparability and when the operative question is
whether a less morbid approach preserves oncologic outcomes. Such
design demands an explicitly pre-specified margin of acceptable inferi-
ority, i.e., the threshold belowwhich the intervention's reduced efficacy,
if any, would remain clinically tolerable.

In gynecologic oncology, where surgical de-escalation is the domi-
nant paradigm of contemporary trial activity, the distinction between
a non-inferiority and superiority trial has material consequences.
Misidentifying the appropriate approach as one addressed by a non-
inferiority question rather than by a superiority question does not
merely introduce statistical inefficiency; it fundamentally reframes the
clinical question being posed, distorts the ethical justification for expos-
ing patients to randomization, and compromises the actionability of the
study's results. The hypothesis, in other words, is not a formality: it is
the trial's governing logic, and its misspecification propagates error
through every downstream decision. In gynecologic oncology, where
surgical interventions vary widely in technique, operator experience,
and patient selection, foundational step of developing the research
question demands rigor and thoughtful assessment.

Firstly, developing the research question begins by carefully delin-
eating the target population through eligibility criteria. Criteria that
are too narrow strengthen internal validity by reducing heterogeneity
but limit the generalizability of findings to broader clinical practice.
Conversely, overly broad criteria may enhance external applicability
but introduce confounding that obscures the true effect of the interven-
tion. When developing a research question, the goal is to minimize se-
lection bias while preserving sufficient generalizability so that trial
results canmeaningfully inform real-world care. An example of clear el-
igibility criteria are those included in the Simple versus Radical Hyster-
ectomy in Women with Low-Risk Cervical Cancer (SHAPE) trial, which
enrolled patients with the International Federation of Gynecology and
Obstetrics stage IA2-IB1 cervical cancer but also included additional
criteria: tumor size ≤2 cm, stomal invasion <10 mm on biopsy or less
than 50% invasion on MRI, and no evidence of parametrial or nodal in-
volvement on clinical exam or imaging [8]. By creating a strictly defined
trial population that also generally describes most patients with low-
risk, early-stage cervical cancer, the trial maximized internal validity
without sacrificing substantial external generalizability. Investigators
must be explicit and intentional in navigating this trade-off, as eligibility
criteria will define both the population enrolled and the population for
whom conclusions can be applicable.

Secondly, after defining the question in surgical trials, the interven-
tion must be clearly defined and, whenever possible, limited to a single
procedure or technical modification. The landmark LION trial exem-
plifies this principle, demonstrated by the isolation of systematic
lymphadenectomy versus no lymphadenectomy as a discrete and test-
able surgical decision [9]. This singularity is essential; compound or
bundled interventions make it impossible to attribute observed effects
to any one component of the experimental arm. The comparator arm
should reflect standard-of-care practice as it exists at the time of the
trial, ensuring that the question being asked is clinically relevant and
credible to the surgical community.

Thirdly, once the population and intervention are established, the
trial must be anchored by a single, pre-specified primary endpoint.
This endpoint must directly and unambiguously address the research
question, and it serves as the organizingnexus for allmajor logistical de-
cisions, including determining sample size, duration of follow-up, and
the overall operational structure of the study. Critically, the outcome
must be valid, objectively measurable, and defined in a manner that is
resistant to investigator bias. Subjective or composite endpoints that
allow for extensive interpretation undermine the scientific integrity of
the trial and may render findings difficult to interpret. Once a primary
endpoint has been defined, it is important to identify key secondary out-
comes, which may allow investigators to explore related hypotheses,
capture safety signals, and generate data to inform future research.
However, secondary outcomes must also be well defined before
10
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beginning the trial, and multiplicity testing must be conducted to
avoid false positives, thus leading to drawing incorrect conclusions.
Post-hoc identification of secondary outcomes raises the risk of data
dredging and introduces bias that compromises the credibility of re-
ported findings. A pre-specified secondary outcome plan, registered
alongside the primary endpoint, reflects methodological transparency,
strengthening the overall quality of the trial.

4. Defining and testing feasibility

Before initiating a large-scale RCT, investigators must rigorously as-
sess the trial's feasibility as designed. Feasibility testing serves this pur-
pose, allowing investigators to identify and address obstacles related to
recruitment, outcome measurement, and randomization before com-
mitting the resources required for a definitive trial. In surgical trials
where operative variability, institutional heterogeneity, and patient se-
lection introduce complexity absent in therapeutic drug trials, feasibility
testing is foundational to the process.

Pilot studies and feasibility studies are related but distinct and con-
flating them carries meaningful consequences for surgical trial plan-
ning. A pilot study, in its conventional use, demonstrates that a trial
can be conducted—albeit at a reduced scale—but does not systematically
examine the ways in which the full-scale design might fail. A feasibility
study is broader in scope and more analytically rigorous, designed to
identify and address the specific uncertainties that could compromise
a larger RCT before such uncertainties manifest at scale [9].

In a 2023 systematic review, Cousins et al. examined how pilot
and feasibility studies inform randomized placebo-controlled surgi-
cal trials and concluded that well-designed feasibility studies, which
are more extensive than simple pilot studies, resolve uncertainties
and determine optimal study design prospectively, helping overcome
the distinct challenges of surgical RCTs [10]. Guidelines for improved
reporting of pilot and feasibility studies have been published, includ-
ing an extension to the Consolidated Standards of Reporting Trials
(CONSORT) statement, and a more recent conceptual framework
has emerged to define the purpose and scope of these studies in prep-
aration for RCTs. However, no specific recommendations exist specif-
ically for their application to surgical trials [9,11,12]. This ga
underscores both the importance and the underdevelopment of this
area in the surgical literature.

The scope of a feasibility studymust be carefully defined. Its primary
focus should be the operational and structural uncertainties that could
undermine a larger trial, such as 1) the ability of the study to recruit pa-
tients at the anticipated rate, 2) the consistency and precision of the de-
livery of the comparator and experimental arms, 3) determining any
necessary blinding challenges, and 4) the practicality of the timing
and process of randomization within the clinical workflow. Addressing
these uncertainties requires success criteria that are pre-specified be-
fore the feasibility study begins. Each operational domain requiresmea-
surable thresholds (i.e., a minimum monthly accrual rate, a maximum
protocol deviation rate, and an acceptable conversion rate) allowing
for structured go/no-go decisions.

An example of a RCT that prospectively addressed such uncertainties
is the Laparoscopic Cytoreduction after Neoadjuvant Chemotherapy in
High-Grade Epithelial Ovarian Cancer (LANCE) trial, which is an ongo-
ing RCT examining the safety and efficacy of a minimally invasive
approach for ovarian cancer cytoreductive surgery compared to an
open technique [13]. In the LANCE trial lead-in phase, investigators pro-
spectively specified three criteria before initiating the full-scale trial,
ensuring that the determination of the feasibility of the trial was
evidence-based rather than subjective. The feasibility questions ac-
counted for accrual rate, conversion to laparotomy rate, and a difference
in the complete gross resection rate of less than 20 percentage points.
These questions allowed the trial investigators to determine that a
full-scale surgical trial was not only necessary but feasible in the given
time period with appropriate surgeons.
f Health and Social Security de ClinicalKey.es por Elsevier en octubre 15, 
ización. Copyright ©2026. Elsevier Inc. Todos los derechos reservados.
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Critically, feasibility studies should not be designed or interpreted as
tests of intervention effectiveness. Rather, the feasibility phase exists to
optimize trial architecture. Using an underpowered preparatory study
to evaluate clinical outcomes can lead to misleading conclusions that
may inappropriately dissuade the pursuit of a larger, definitive trial or,
conversely, generate false reassurance. Investigators should also use
the feasibility phase to develop a principled approach to assess partici-
pating surgeons and institutions. Variability in operative skill and insti-
tutional volume are intrinsic features of surgical research, and the
feasibility period offers the opportunity to evaluate credentialing
criteria, determine minimum volume thresholds, and assess whether
the technical standardization required for a valid trial is achievable
across the intended sites.

In addition to the opportunity to define these quantitative compo-
nents, a feasibility study can also be used to identify qualitative compo-
nents. Interviews, focus groups, and surveys offer a complementary and
underutilizedmeans of examining the design and acceptability of a trial
from the perspective of all stakeholders, including patients, surgeons,
coordinators, and institutional leaders. This qualitative work can help
uncover concerns about randomization acceptability, equipoise, patient
preferences, and logistical barriers thatmay not be apparent to the prin-
cipal investigator and that may not be captured by recruitment rates or
protocol deviation counts alone. Integrating thesemethods into the fea-
sibility phase provides a richer andmore complete picture of whether a
trial is ready to proceed at scale and may identify modifications to im-
prove both the final design's rigor and acceptability.

Additionally, other feasibility componentsmust be prospectively ad-
dressed during this planning phase. First, early and sustained biostatis-
tician involvement is essential, not merely for sample size estimation
but also for defining the minimally clinically important difference, con-
structing a pre-specified statistical analysis plan, and establishing prin-
cipled approaches to screen failures, missing data, and any planned
exploratory analyses. The relationship between statistician and investi-
gator must be collaborative and iterative from the outset, not consulta-
tive at the point of manuscript preparation. Second, and equally
important, a formal credentialing protocol governing surgeon participa-
tion should be developed. Without explicit operability criteria, hetero-
geneity in operator experience becomes an uncontrolled source of
outcome variance, possibly obscuring true treatment effects and
undermining the internal validity of the trial. At minimum, the
credentialing framework should define aminimumcase volume thresh-
old, enumerate required training materials (eg, operative manuals,
procedural checklists, and annotated surgical videos), and specify
whether a supervised proctoring period must be completed before a
sitemay begin enrolling patients. Establishing these standards prospec-
tively serves a dual function: it sets transparent expectations for partic-
ipating sites and maximizes the likelihood that the intervention is
delivered with sufficient fidelity to render the results interpretable
and generalizable.

5. Stakeholder and patient advocate engagement

Although necessary, sound methodology and operational feasibility
alone are insufficient to develop a successful surgical RCT. Trials are con-
ducted by surgeons, administered by coordinators, and depend on pa-
tients (and their enrollment). Each of these groups brings
expectations, preferences, and constraints that shape how a trial per-
forms in practice. Engaging these stakeholders early and deliberately
is not a peripheral concern but a determinant of whether the trial can
recruit and retain patients and ultimately answer the question it was
designed to address.

One of the most consequential and underappreciated challenges in
surgical trial design is the impact of patient preferences. When patients
hold strong a priori preferences for one treatment arm, enrollment is
compromised, randomization becomes contentious, and those who do
enroll may not be representative of the broader population the trial
11
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intends to study. This challenge is less prominent in trials of systemic
therapy when a new intervention (eg, a new drug) is only available
within a study, which is usually not the case for a surgical trial. In gyne-
cologic oncology, this challenge takes on different forms depending on
the nature of the intervention being tested.

Trials in which one arm has no surgical intervention or omits a pro-
cedure that patients perceive as protective can be especially plagued by
this challenge. The Study Comparing Tumor Debulking Surgery Versus
Chemotherapy Alone in Recurrent Platinum-Sensitive Ovarian Cancer
(DESKTOP III) trial, a phase III trial of patients with recurrent
platinum-sensitive ovarian cancer, illustrates this challenge well: re-
searchers asked patients facing a cancer relapse to accept randomiza-
tion to surgery with chemotherapy or chemotherapy alone, with the
latter treatment requiring the omission of secondary cytoreductive sur-
gery that patients may have perceived as offering a meaningful chance
at improved disease control despite the absence of definitive evidence
supporting its positive impact at the time of trial design [14]. The trial
ultimately enrolled 407 women across 80 centers in 12 countries be-
tween 2010 and 2014, requiring a recruitment effort spanning years
and broad international collaboration, reflecting the difficulty of accru-
ing patients willing to accept the chemotherapy-only arm. Conversely,
trials requiring acceptance of an additional or novel surgical interven-
tion may face resistance from patients who prefer the familiarity and
perceived safety of established practice (eg, the LANCE trial, which
faced challenges owing to some countries perceiving minimally inva-
sive surgery in ovarian cancer as experimental). Both scenarios can dis-
tort enrollment patterns and threaten the internal validity of the trial if
not anticipated and addressed in the planning phase.

Trial planning in surgery has traditionally focused on surgeon equi-
poise, the genuine uncertainty among operating physicians about
which approach is superior, as the ethical and scientific justification
for randomization. Although necessary, surgeon equipoise is not suffi-
cient: patient equipoise must be assessed with equal rigor. A trial that
has surgeon equipoise but lacks patient equipoise will face recruitment
challenges that no amount of operational optimization can fully over-
come. Investigatorsmust therefore evaluate the degree to which poten-
tial participants view the treatment arms as genuinely interchangeable
and must design consent processes and patient-facing materials that
honestly communicate uncertaintywithout inadvertently steering pref-
erences in one direction.

A related and frequently neglected dimension of stakeholder en-
gagement is how patients value the outcomes being measured. The ex-
tent towhich a difference in an objective endpoint, such as a recurrence
or a survival interval, actually matters to a patient is a question that are
rarely directly included in trial designs. Instead, the threshold for clinical
significance is typically determined by expert consensus, with investi-
gators and statisticians defining what constitutes a meaningful treat-
ment difference based on professional judgment and precedent set by
previous trials. This approach has well-documented limitations. Pa-
tients and clinicians often weigh trade-offs differently, assign different
relative importance to outcomes, and prioritize distinct aspects of treat-
ment experience. A treatment effect that reaches the threshold of clini-
cal significance as defined by experts may fall below the threshold of
meaningful benefit as defined by patients—or vice versa. For example,
inguinal lymphadenectomy for the treatment of vulvar cancer has a
high complication rate including wound breakdown, infection, and life-
long lymphedema, which can be debilitating for patients [15,16]. The
GROningen INternational Study on Sentinel nodes in Vulvar cancer
(GROINSS-V I), one of the trials examining sentinel lymph node biopsy
for vulvar cancer, allowed patients with a negative sentinel lymph node
biopsy to omit full inguinal lymphadenectomy, which was enticing for
patients who wanted to avoid the severe morbidity associated with
themore extensive procedure [17]. However, the trial also risked a neg-
ative oncologic outcome by omitting the full lymph node dissection
thereby missing a positive lymph node, which may have excluded pa-
tients who desired the most aggressive surgical approach despite the
f Health and Social Security de ClinicalKey.es por Elsevier en octubre 15, 
ización. Copyright ©2026. Elsevier Inc. Todos los derechos reservados.
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possible complications. Additionally, many institutions are increasingly
directing funding toward trials that emphasize patient-reported out-
comes. The Patient-Centered Outcomes Research Institute, for example,
specifically funds research on comparative effectiveness of outcomes
meaningful to patients and requires active patient and stakeholder en-
gagement throughout the research process. The incorporation of
patient-reported outcomemeasures, the inclusion of exercises to clarify
values, and incorporating direct stakeholder input into the definition of
clinically important differences are more valid and reliable approaches
to ensuring that trial endpoints reflect what actually matters to those
the research is designed to serve (ie, the patients).

When patient preferences are particularly strong or heterogeneous,
a conventional randomized design may not be the most appropriate or
feasible structure for a trial. Patient preference trials offer an alternative
framework that explicitly accommodates preference as a variable rather
than treating it as a source of bias to be minimized. In the patient pref-
erence trial design, patients who express a strong preference for one
treatment arm are permitted to receive it outside of randomization,
and those with genuine equipoise are conventionally randomized.
This approach preserves the randomized component for those most
suited to it while generating complementary data from the preference
cohorts that can enrich interpretation of the overall findings. The
Tubectomy with delayed oophorectomy as Alternative for risk-
reducing salpingo-oophorectomy in high-risk Women to assess the
Safety of Prevention (TUBA-WISP II) trial is an example of this trial de-
sign in a gynecologic oncology context, illustrating how preference-
accommodating frameworks can be operationalized in practice. In this
prospective surgical trial, patients harboring germline BRCA mutations
can opt for definitive risk-reducing salpingo-oophorectomy in the rec-
ommended age range or elect for bilateral salpingectomy with delayed
oophorectomy [18]. As surgical trials increasingly involve interventions
where patient perspectives on risk, recovery, and quality of life are cen-
tral to treatment decisions, the patient preference trial design warrants
serious consideration during feasibility planning. However, the level of
evidence such trials generate remains poorly defined, and this design
may be better suited to a dual cohort framework than a traditional ran-
domized trial. Importantly, several methodological limitations cannot
be overlooked. Allowing patients to self-select their treatment arm in-
troduces substantial risk of selection bias and confounding, risks un-
equal group sizes, and ultimately compromises both internal validity
and generalizability.

Patient recruitment is equally critical to trial success—approximately
50%of surgical RCTs fail to complete due to inadequate recruitment [19].
Engaging patient partners in trial design and the development of re-
cruitment materials has been shown to improve both recruitment and
retention in oncology trials [20]. Incorporating patient perspectives en-
sures that materials are accessible, understandable, and appealing to
potential participants. Recruitment strategies should also be iteratively
refined throughout the trial based on structured feedback from partici-
pants and recruiters. Without adequate recruitment, even themost rig-
orously designed trial cannot succeed, and this element deserves the
same deliberate attention as the intervention and analytic plan.

6. Regulatory and ethical preparation

Ethical preparation for surgical trials demands a level of attention
greater than that required for conventional therapeutic drug trials. The
invasive nature of surgical interventions and the irreversibility of oper-
ative decisions create an ethical landscape that investigators must nav-
igate with care, transparency, and a thorough grounding in the relevant
literature and regulatory frameworks [21].

Surgical trials differ from therapeutic drug trials in ethically note-
worthy ways. In escalation trials, patients are exposed to an invasive
procedure whose incremental benefit over standard care remains un-
certain, a risk that is accepted in exchange for the possibility of im-
proved outcomes, as shown in the aforementioned DESKTOP III trial.
12

Descargado para Lucia Angulo (lu.maru26@gmail.com) en National Library o
2026. Para uso personal exclusivamente. No se permiten otros usos sin autor
In de-escalation trials, as in the aforementioned LION trial, the calculus
is reversed: a potentially beneficial intervention is withheld from one
arm of the study, raising the prospect that patients randomized to the
less aggressive approach may be denied a treatment that could have
helped them. This tension is particularly acute in gynecologic oncology,
where surgical staging and cytoreductive procedures carry both thera-
peutic intent and diagnostic value, and where the consequences of
under-treatment can be significant. These distinctive features require
that the ethical justification for the trial design be explicit and rigorous,
and researchers should revisit the ethics justification of the trial at each
stage of development and execution.

Consent for surgical trials is inherently more complex than consent
for therapeutic drug trials because investigators must address two dis-
tinct but intertwined patient consents simultaneously: consent for the
surgical procedure itself and consent for trial participation. Full disclo-
sure is non-negotiable. Patients must understand how each arm of the
trial compares to standard of care and what they may gain or forgo
by participating. For example, in the LANCE trial, patients in the exper-
imental arm stand to benefit from a minimally invasive surgical
approach even in the absence of certainty about oncologic non-
inferiority, a potential advantage that must be communicated alongside
the uncertainty it accompanies. At the same time, the genuine scientific
question behind the trial (i.e., whether open surgery is truly necessary
or not to achieve equivalent oncologic outcomes in a select patient
population) must be conveyed in a way that makes the rationale for
randomization credible and comprehensible to a non-specialist [13].

Several strategies have been shown to improve patient understand-
ing during the surgical trial consent process. Longer discussion time be-
tween patient and provider, consent obtained by the operating surgeon
rather than an independent researcher, and simplified consent forms
developed with input from patient advocates all improve patient and
caregiver comprehension [22,23]. Poor consent comprehension is an
ethical failure, not just a procedural shortcoming. A consent process
that leaves patients uncertain about what they have agreed to under-
mines the concept of free will that gives informed consent its moral
force, and in the context of surgical trials, where the stakes ofmisunder-
standing are high, this standard must be met with rigor.

Beyond consent, several regulatory obligations must be addressed
prospectively. Prospective trial registration in a publicly accessible reg-
istry, such as ClinicalTrials.gov, is a prerequisite for publication in most
high-impact journals and a foundational transparency requirement. In
other words, many journals will not consider publishing a trial's results
if the trial is not registered in ClinicalTrials.gov. A pre-specified data-
sharing planmust be developed at the design stage as they are often re-
quired by governing as well as funding bodies. Finally, for multicenter
trials, which represent themajority of phase III surgical RCTs in gyneco-
logic oncology, coordinating approvals across multiple institutional re-
view boards, whether local, national, or international, is among the
most common sources of activation delay and should be planned explic-
itly, with consideration given to centralized reviewmechanisms where
available.

7. Conclusion

The pre-trial phase is not preparatory work that precedes a surgical
RCT; it is the foundation onwhich a surgical RCT is built. Decisionsmade
before the first patient is enrolled determine whether the research
question is answerable, whether the trial can recruit and retain partici-
pants, andwhether thefindingswill be valid and generalizable. Errors in
this phase do not stay contained but move into other phases as recruit-
ment failures, protocol deviations, and consent inadequacies emerge,
ultimately compromising the integrity and applicability of the results.
The five components addressed in this article reflect this reality: equi-
poise, research question formulation, feasibility testing, stakeholder en-
gagement, and ethical preparation are not bureaucratic checkpoints but
the scientific and ethical substance of surgical trial design.
f Health and Social Security de ClinicalKey.es por Elsevier en octubre 15, 
ización. Copyright ©2026. Elsevier Inc. Todos los derechos reservados.

http://ClinicalTrials.gov
http://ClinicalTrials.gov


A.S. Bercow, N. Agusti, P. Ramírez et al. Gynecologic Oncology 213 (2026) 7–14
The distinctive challenges of surgical research, including operative
variability, operator-dependent outcomes, and the layered consent ob-
ligations of invasive procedures, do not exempt the field from the stan-
dards of evidence-based medicine. They demand a more deliberate
application of those standards. Feasibility testing is a scientific obliga-
tion, not an administrative formality. Patient preferences and patient-
reported outcomes must be integrated into endpoint selection from
the outset. Consent processes require the same strictness as does the
surgical protocol itself. The ethical framework underpinning the trial
must be monitored continuously, not established once and assumed to
hold.

The subsequent articles in this series address trial execution and the
reporting of surgical RCT findings. A surgical trial that is well-planned
but poorly executed delivers incomplete answers; one that is well-
executed but poorly reported delivers answers that cannot be used.
The pre-trial decisions described in this article are the first link in a
chain that must hold at every point if a surgical RCT is to generate evi-
dence that changes practice, reduces harm, and ultimately improves
outcomes for patients with gynecologic malignancies.
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